Abstract
, and obese (BMI ≧30 kg/m 2 ), and then published recommended guidelines for gestational weight gain according to these BMI categories [1] . Because there are many underweight women in Japan, the obesity classification used in Japan partially differs from that developed by the IOM. According to the criteria developed by the Japan Society for the Study of Obesity, women with a BMI of ≧25 kg/m 2 are classified as obese, and are not further classified into any subtype [2] . Moreover, regarding gestational weight gain, the recommendation issued by the Japanese Ministry of Health, Labour and Welfare suggests that obese pregnant women with a BMI of ≧25 kg/m 2 should receive treatments individually tailored to their needs [3] [4] . We conducted a large-scale retrospective study using the database of the Japan Society of Obstetrics and Gynecology (JSOG) Successive Pregnancy Birth Registry System to verify the validity of the IOM-BMI classification in Japanese women.
Methods
This study was conducted after receiving approval by the ethics committee of the Yokohama City University Medical Center. The patient records was anonymized and de-identified prior to analysis. The present study was a retrospective investigation of women with singleton pregnancies who were included in the Japan Society of Obstetrics and Gynecology (JSOG) registry system. Approximately 280 secondary and tertiary hospitals participated in the JSOG Successive Pregnancy Birth Registry System, which collected information on successive deliveries occurring at gestational week 22 or later. A total of 186,235 women were registered in the system between January 1, 2013 and December 31, 2013. Women with concomitant hypertension or diabetes as the underlying disease, with a history of cervical conization, who delivered a newborn with congenital anomalies, or whose data were unknown, were excluded. After the exclusion, 97,157 women were included in the study (Fig 1) .
Based on the 2009 IOM guidelines, 97,157 women were classified into the pre-pregnancy obese group (BMI 30 kg/m 2 ), the pre-pregnancy overweight group (BMI = 25-29.9 kg/m 2 ), the pre-pregnancy normal weight group (BMI = 18.5-25 kg/m 2 ), or the pre-pregnancy underweight group (BMI <18.5 kg/m 2 ). The maternal characteristics recorded were age, primiparous rate, height, pre-pregnancy BMI, body weight at delivery, BMI at delivery, total gestational weight gain, and gestational age at delivery. The main outcomes were pregnancy induced hypertension (PIH), gestational diabetes mellitus (GDM), macrosomia, small for gestational age (SGA), large for gestational age (LGA), preterm birth, spontaneous preterm birth, preterm premature rupture of membranes (PPROM), induced preterm birth, cesarean delivery, severe postpartum hemorrhage, and postterm birth; the incidence of these outcomes was compared among the groups and analyzed. PIH was defined as a case in which hypertension (systolic blood pressure 140 mmHg and/or diastolic blood pressure 90 mmHg) developed after 20 weeks of gestation. GDM (by 75-g oral glucose tolerance test) was diagnosed when at least one of the following was found: fasting blood glucose level of 92 mg/dL, blood glucose level at 1 h of 180 mg/dL, blood glucose level at 2 h 153 mg/dL. Macrosomia was defined as a neonatal birthweight 4,000 g or more.
SGA was defined as a neonatal birthweight below the 10th percentile of the reference curves of birthweight for gestational week.
LGA was defined as a neonatal birth weight above the 90th percentile of the reference curves of birth weight for gestational week. Induced preterm birth was defined as preterm delivery by cesarean section or induction of labor due to maternal complications, such as preeclampsia or non-reassuring fetal status. Spontaneous preterm birth was defined as other than preterm birth medically indicated by cesarean section or labor induction. Postpartum hemorrhage with vaginal delivery (PPH with VD) was defined as an estimated blood loss of 500 mL or more; postpartum hemorrhage with cesarean delivery (PPH with C/S) was defined as an estimated blood loss of 1,000 mL or more. Post-term birth was defined as a delivery at 42 and 0/7ths weeks of gestation. Gestational age was determined based on the last menstrual period. If gestational age according to the last menstrual period differed by more than 7 days from that based on ultrasonography at less than 11 weeks, the latter was used to assign a gestational age [5] .
Next, in order to investigate the relationship between weight gain during pregnancy and the pregnancy-delivery outcome, a stratified analysis was performed in three subgroups of gestational weight gain below, within, and above the optimal range, based on the IOM-recommended 2009 guidelines, to compare the frequency of PIH, GDM, SGA, high-fat diet, preterm birth, spontaneous preterm birth, PPROM, induced preterm birth, PPH with VD, PPH with C/ S, macrosomia, and post-term birth in each group by pre-pregnancy BMI categories of underweight, normal weight, overweight, and obese.
Data were expressed as means ± standard deviation or frequencies (percentages). SPSS Statistics software version 23 (IBM Corp., Armonk, NY, USA) was used for the statistical analyses. One way analysis of variance (ANOVA) for continuous and a chi-square test for categorical data were used to compare the maternal characteristics and pregnancy outcomes among the four groups, with Bonferroni correction for multiple comparisons. A p value of <0.05 was considered statistically significant. Logistic regression analysis was used to estimate odds ratios (ORs) and 95% confidence intervals (CIs), adjusting for confounding variables, including maternal age, maternal height and parity. Generalized estimating equations (GEE) for logistic regression was used to adjust for clustering of deliveries by hospitals.
Results
Of 97,157 pregnancies, the pre-pregnancy underweight group accounted for 18.2% (n = 17,724), the pre-pregnancy normal weight group for 71.1% (n = 69,126), the pre-pregnancy overweight group for 7.7% (n = 7,502), and the pre-pregnancy obese group for 2.9% (n = 2,805). Table 1 shows maternal characteristics according to the BMI categories. The primiparous rate was significantly higher in underweight and normal women (53.39%, 49.80%, 41.62%, and 44.14% in underweight, normal weight, overweight, and obese groups, respectively; p < 0.001). The gestational weight gain was significantly lower with increasing pre-pregnancy BMI value (10.27 ± 3.68, 10.11 ± 3.96, 7.98 ± 4.95, and 5.5 ± 5.57 kg in underweight, normal weight, overweight, and obese groups, respectively; p < 0.001). Table 2 summarizes the incidences of PIH, GDM, SGA, LGA, preterm birth, spontaneous preterm birth, PPROM, induced preterm birth, cesarean delivery, PPH with VD, PPH with C/S, macrosomia, and post-term birth by BMI category. As the pre-pregnancy BMI increased, the incidence significantly increased for PIH, GDM, LGA, cesarean delivery, PPH with VD, PPH with C/S, macrosomia, and post-term birth (p < 0.001). On the other hand, the incidence of SGA significantly decreased with increasing pre-pregnancy BMI (p < 0.001). In addition, the lowest incidence was found in the normal weight group for preterm birth, PPROM, spontaneous preterm birth, and induced preterm birth. Tables 3 through 6 summarize the incidences of pregnancy outcomes in subgroups stratified by gestational weight gain below, within, and above the IOM-recommended range for PIH, SGA, LGA, preterm birth, PPROM, spontaneous preterm birth, induced preterm birth, cesarean delivery, PPH with VD, PPH with C/S, macrosomia, and post-term birth.
In the underweight and normal weight groups, the incidences of PIH, LGA, and macrosomia were significantly higher with increasing gestational weight gain (p < 0.001), and the incidences of SGA, preterm birth, PPROM, spontaneous preterm birth, and induced preterm birth were significantly higher in the subgroup with gestational weight gain below the optimal range (p < 0.001). In both groups, the frequency of cesarean delivery was lowest in the subgroup within the recommended weight gain. Data are mean ± standard deviation or n (%), unless otherwise specified * P-values represent the overall differences among the four groups that were evaluated using the ANOVA or a chi-square test. LGA, large for gestational age f PPROM, preterm prelabor rupture of membranes Logistic regression was used to adjust for confounding variables, including maternal age, maternal height and parity, and generalized estimating equations (GEE) for logistic regression was used to adjust for the clustering of deliveries by hospitals. The results were expressed as odds ratios (OR) and 95% confidence intervals (CI). OR, odds ratio k CI, confidence interval * Logistic regression was used to adjust for confounding variables, including maternal age, maternal height and parity, and generalized estimating equations (GEE) for logistic regression was used to adjust for the clustering of deliveries by hospitals. The results were expressed as odds ratios (OR) and 95% confidence intervals (CI). * * IOM Recommendation for gestational weight gain: underweight, 12.5-18 kg; normal, 11.5-16 kg; overweight, 7-11.5 kg; and obese, 5-9 kg. and 95% confidence intervals (CI). * * IOM Recommendation for gestational weight gain: underweight, 12.5-18 kg; normal, 11.5-16 kg; overweight, 7-11.5 kg; and obese, 5-9 kg. and 95% confidence intervals (CI). * * IOM Recommendation for gestational weight gain: underweight, 12.5-18 kg; normal, 11.5-16 kg; overweight, 7-11.5 kg; and obese, 5-9 kg.
In the overweight group, the incidences of PIH and LGA were significantly higher with increasing gestational weight gain, and the incidence of macrosomia was significantly higher in the subgroup above the optimal weight gain (p < 0.001). In addition, the incidences of SGA, preterm birth, PPROM, and spontaneous preterm birth were significantly higher in the subgroup below the optimal weight gain (p < 0.001). The incidence of cesarean delivery was lowest in the subgroup within the recommended weight gain.
In the obese group, the incidences of LGA, and macrosomia were significantly higher with increasing gestational weight gain (p < 0.001), and the incidences of SGA, preterm birth, PPROM and spontaneous preterm birth were significantly higher in the subgroup with gestational weight gain below the optimal range (p < 0.05); the incidence of PIH and cesarean delivery were not different by weight gain during pregnancy.
Discussion
The four pre-pregnancy BMI category groups demonstrated marked differences in the pregnancy outcome profile, indicating that the IOM-BMI classification is valid in Japanese women as well. In all groups, the gestational weight gain above the optimal range was associated with a higher incidence of LGA; the weight gain below the optimal range correlated with a higher incidence of SGA, preterm birth, PPROM, and spontaneous preterm birth; and the weight gain within the recommended range was associated with a better outcome. However, only the obese group did not show a difference in the incidence of PIH by gestational weight gain or a reduction in the incidence of cesarean delivery, even within the recommended weight gain.
The BMI classification by the IOM was found to be valid in Japanese women. There were differences in the incidence of adverse pregnancy outcomes according to IOM recommended BMI categories. Due to a trend toward a higher proportion of leaner women and a lower proportion of obese individuals in the Japanese pregnant population, we defined those with BMI 25.0 as obese, in contrast to the IOM classification. However, the present study results indicated that Japanese pregnant women should also be categorized into an overweight group of pre-pregnant BMI 25-29.9 and an obese group with BMI 30. In addition, the group with BMI 30 did not show a difference in the incidence of PIH by weight control status during pregnancy or a reduction in cesarean delivery rate, even when the body weight was kept within the recommended range. These findings also indicated that weight reduction prior to pregnancy was important in improving pregnancy outcomes in obese women with BMI 30 in pregnancy. Poston et al. [6] reported findings of one of the largest randomised trials to assess the effects of interventions addressing diet and physical activity in obese pregnant women, demonstrating that a complex intervention in pregnant women with obesity is effective at improving diet quality and physical activity, reducing gestational weight gain, and decreasing surrogate measures of maternal body fatness, however the intervention does not prevent development of gestational diabetes nor change the incidence of LGA infants in this population, neither was evidence noted of a benefit on other pregnancy outcomes, including pre-eclampsia, which is associated with raised BMI. They recommend a shift in research focus towards renewed efforts towards effective public health measures that prevent obesity in women of reproductive age, which supports our suggestion.
The incidence rates of LGA and macrosomia were higher in women who had excess weight gain during pregnancy. Johnson et al. [7] reported a retrospective cohort study on gestational weight gain and pregnancy outcomes in 3,191 full-term women with singleton pregnancies, demonstrating that excess weight gain was associated with higher incidence of macrosomia and cesarean delivery. Other studies also reported similar findings [7] [8] [9] [10] [11] [12] [13] [14] , and our present study results are consistent with their conclusion.
The incidences of SGA, preterm birth, PPROM, and spontaneous preterm birth increased when the weight gain was below optimal. We previously reported that below optimal weight gain during pregnancy was associated with an increased risk of spontaneous preterm birth in underweight women [15] ; however, the correlation between poor weight gain and spontaneous preterm birth is not limited to the underweight group, but is commonly seen in all groups. It is speculated that poor weight gain during pregnancy stimulates the production of stress hormones, such as epinephrine and cortisol, which in turn stimulate maternal corticosteronereleasing-hormone (CRH) secretion and prostaglandin production, making the body susceptible to uterine contractions; moreover, deficiency of nutrients such as iron and zinc impairs immunity and promotes chorioamnionitis, leading to preterm birth [16, 17] . Stotland et al. [12] reported similar results, indicating the necessity of appropriate weight gain in both overweight and obesity.
The present study has limitations. First, our data set included only Japanese women, and it is unclear whether the results can be extrapolated to women of other ethnic groups. Second, we used the database of the JSOG Successive Pregnancy Birth Registry in tertiary centers. This may have introduced selective bias in the patient background characteristics. Third, we calculated the gestational weight gain as the change over the entire pregnancy period, and did not assess weekly weight gain.
In Japan, pre-pregnancy BMI is currently classified into three categories: BMI <18.5, 18.5 to <25.0, and 25.0. On the basis of the present study results, we propose that the Japanese category of BMI 25.0 should also be further divided into overweight (BMI 25.0-29.9) and obese (BMI 30), in keeping with the IOM-recommended BMI classification. Our results also demonstrated that obese women with BMI 30 had a higher risk of adverse pregnancy outcome, and that gestational weight control did not have an impact on the cesarean delivery rate, supporting the importance of pre-pregnancy weight control within the normal range.
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